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FILE 'MEDLINE, BIOSIS, SCISEARCH, CAPLUS, EMBASE, US PAT FULL 1 ENTERED AT 
08:03:07 ON 23 FEB 2005 
L2 22271 S FACTOR (W) VII 

SET PLURALS ON PERM 
SET ABBR ON PERM 
L3 3248 S (SCAFFOLD OR MATRIX) (W) ATTACHMENT (W) REGION 

L4 22 S L2 AND L3 

L5 22 DUP REM L4 (0 DUPLICATES REMOVED) 

L6 8 S SIMESEN, R?/AU 

L7 2699 S PEDERSEN, A?/AU 

L8 102 S FAISST,S?/AU 

L9 11983 S JENSEN, J?/AU 

L10 35 S WEILGUNY,D?/AU 

=> s L6 AND L7 AND L8 AND L9 AND L10 

Lll 2 L6 AND L7 AND L8 AND L9 AND L10 



=> dup rem 111 

PROCESSING COMPLETED FOR Lll 

L12 2 DUP REM Lll (0 DUPLICATES REMOVED) 
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LI QUE FACTOR (W) VII 



FILE MEDLINE, BIOSIS, SCISEARCH, CAPLUS, EMBASE, US PAT FULL 1 ENTERED AT 
08:03:07 ON 23 FEB 2005 
L2 22271 S FACTOR(W)VII 

SET PLURALS ON PERM 
SET ABBR ON PERM 
L3 3248 S (SCAFFOLD OR MATRIX) (W) ATTACHMENT (W) REGION 
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22 S L2 AND L3 

22 DUP REM L4 (0 DUPLICATES REMOVED) 
S SIMESEN,R?/AU 
S PEDERSEN , A? / AU 
S FAISST,S?/AU 
S JENSEN, J? /AU 
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1999:673082 CAPLUS 
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Minimal recombinant adenovirus gene transfer vector 

containing VAI or VAII genes 

Kochanek, Stefan; Schiedner, Gudrun 

Baylor College of Medicine^ USA 

PCT Int. Appl., 73 pp. 
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English 
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Minimal recombinant adenovirus gene transfer vector containing VAI or VAII 
genes 

Claimed are a gene transfer vector comprising adenovirus inverted terminal 
repeats, at least one adenovirus packaging signal, and an adenoviral VAI 
gene and/or VAII gene; recombinant adenovirus particles containing the same; 
method for producing the same and a method of use of the same to introduce 
and express a foreign gene in adenovirus target cells. The vector 
contains a min. of viral genetic material, allowing for a large carrying 
capacity for foreign genetic material, and used the VAI and/or VAII genes 
because their encoded RNAs are important in protein synthesis in infected 
cells. The inverted terminal repeats can, when placed adjacent to each 
other on a circular plasmid, form the required packaging signal, and have 
a unique restriction site separating them. 
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SE 



TI DNA construct for effecting homologous recombination and uses for 
recombinant protein production 

AB The invention relates to constructs comprising: a) a targeting sequence; 
b) a regulatory sequence; c) an exon; and d) an unpaired splice-donor 
site. The invention further relates to a method of producing protein in 
vitro or in vivo comprising the homologous recombination of a construct as 
described above within the cell. The homologously recombinant cell is 
then maintained under conditions which will permit transcription and 
transition, resulting in protein expression. The present invention 
further relates to homologously recombinant cells, including primary, 
secondary, or immortalized vertebrate cells, methods of making the cells, 
methods of homologous recombination to produce fusion genes, methods of 
altering gene expression in the cells, and methods of making a protein in 
a cell employing the constructs of the invention. 
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US 2004162416 Al 20040819 
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Continuation of Ser. No. US 2000-515124, filed on 27 



Feb 2000, ABANDONED Division of Ser. No. US 
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Continuation-in-part of Ser. No. US 1998-159643, filed 
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No. US 1997-941223, filed on 26 Sep 1997, ABANDONED 

DOCUMENT TYPE: Utility 

FILE SEGMENT: APPLICATION 

LEGAL REPRESENTATIVE: SHANKS & HERBERT, TransPotomac Plaza, 1033 N. Fairfax 

St., Suite 306, Alexandria, VA, 22314 
NUMBER OF CLAIMS: 57 
EXEMPLARY CLAIM: 1 

NUMBER OF DRAWINGS: 4 Drawing Page(s) 

LINE COUNT: 6065 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

TI Compositions and methods for non-targeted activation of endogenous genes 

AB The present invention is directed generally to activating gene 

expression or causing over-expression of a gene by recombination methods 
in situ. The invention also is directed generally to methods for 
expressing an endogenous gene in a cell at levels higher than those 
normally found in the cell. In one embodiment of the invention, 
expression of an endogenous gene is activated or increased following 
integration into the cell, by non-homologous or illegitimate 
recombination, of a regulatory sequence that activates expression of the 
gene. In another embodiment, the expression of the endogenous gene may 
be further increased by co-integration of one or more amplifiable 
markers, and selecting for increased copies of the one or more 
amplifiable markers located on the integrated vector. In another 
embodiment, the invention is directed to activation of endogenous genes 
by non-targeted integration of specialized activation vectors, which are 
provided by the invention, into the genome of a host cell. The invention 
also provides methods for the identification, activation, isolation, 
and/or expression of genes undiscoverable by current methods since no 
target sequence is necessary for integration. The invention also 
provides methods for isolation of nucleic acid molecules (particularly 
cDNA molecules) encoding a variety of proteins, including transmembrane 
proteins, and for isolation of cells expressing such transmembrane 
proteins which may be heterologous transmembrane proteins . The invention 
also is directed to isolated genes, gene products, nucleic acid 
molecules, to compositions comprising such genes, gene products and 
nucleic acid molecules, and to vectors and host cells comprising such 
genes and nucleic acid molecules, that may be used in a variety of 
therapeutic and diagnostic applications. Thus, by the present invention, 
endogenous genes, including those associated with human disease and 
development, may be activated and isolated without prior knowledge of 
the sequence, structure, function, or expression profile of the genes. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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62 Drawing Figure (s); 62 Drawing Page(s) 
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Compositions and methods for non-targeted activation of endogenous genes 
The present invention is directed generally to activating gene 
expression or causing over-expression of a gene by recombination methods 
in situ. The invention also is directed generally to methods for 
expressing an endogenous gene in a cell at levels higher than those 
normally found in the cell. In one embodiment of the invention, 
expression of an endogenous gene is activated or increased following 
integration into the cell, by non-homologous or illegitimate 
recombination, of a regulatory sequence that activates expression of the 
gene. The invention also provides methods for the identification, 
activation, isolation, and/or expression of genes undiscoverable by 
current methods since no target sequence is necessary for integration. 
Thus, by the present invention, endogenous genes, including those 
associated with human disease and development, may be activated and 
isolated without prior knowledge of the, sequence, structure, function, 
or expression profile of the genes. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

TI Compositions and methods for non-targeted activation of endogenous genes 

AB The present invention is directed generally to activating gene 

expression or causing over-expression of a gene by recombination methods 
in situ. The invention also is directed generally to methods for 
expressing an endogenous gene in a cell at levels higher than those 
normally found in the cell. In one embodiment of the invention, 
expression of an endogenous gene is activated or increased following 
integration into the cell, by non-homologous or illegitimate 
recombination, of a regulatory sequence that activates expression of the 
gene. The invention also provides methods for the identification, 
activation, isolation, and/or expression of genes undiscoverable by 
current methods since no target sequence is necessary for integration. 
The invention also provides methods for isolation of nucleic acid 
molecules (particularly cDNA molecules) encoding a variety of proteins. 
Thus, by the present invention, endogenous genes, including those 
associated with human disease and development, may be activated and 
isolated without prior knowledge of the sequence, structure, function, 
or expression profile of the genes. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

TI Compositions and methods for non-targeted activation of endogenous genes 

AB The present invention is directed generally to activating gene 

expression or causing over-expression of a gene by recombination methods 
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in situ. The invention also is directed generally to methods for 
expressing an endogenous gene in a cell at levels higher than those 
normally found in the cell. In one embodiment of the invention, 
expression of an endogenous gene is activated or increased following 
integration into the cell, by non-homologous or illegitimate 
recombination, of a regulatory sequence that activates expression of the 
gene. In another embodiment, the expression of the endogenous gene may 
be further increased by co-integration of one or more amplifiable 
markers, and selecting for increased copies of the one or more 
amplifiable markers located on the integrated vector. The invention also 
provides methods for the identification, activation, isolation, and/or 
expression of genes undiscoverable by current methods since no target 
sequence is necessary for integration. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

TI Compositions and methods for non-targeted activation of endogenous genes 

AB The present invention is directed generally to activating gene 

expression or causing over-expression of a gene by recombination methods 
in situ. The invention also is directed generally to methods for 
expressing an endogenous gene in a cell at levels higher than those 
normally found in the cell. In one embodiment of the invention, 
expression of an endogenous gene is activated or increased following 
integration into the cell, by non-homologous or illegitimate 
recombination, of a regulatory sequence that activates expression of the 
gene. In another embodiment, the expression of the endogenous gene may 
be further increased by co-integration of one or more amplifiable 
markers, and selecting for increased copies of the one or more 
amplifiable markers located on the integrated vector. In another 
embodiment, the invention is directed to activation of endogenous genes 
by non-targeted integration of specialized activation vectors, which are 



provided by the invention, into the genome of a host cell. In one 
aspect, the invention is directed to a vector that contains a 
transcriptional regulatory sequence, a positive selectable marker, a 
negative selectable marker, and an unpaired splice donor site, that 
functions such that when the vector is integrated into the genome of a 
cell and splicing occurs between the splice donor on the vector and the 
splice acceptor in the genome, the positive selectable marker is active 
and the negative selectable marker is inactive. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

Compositions and method for non-targeted activation of endogenous genes 
The present invention is directed generally to activating gene 
expression or causing over-expression of a gene by recombination methods 
in situ. The invention also is directed generally to methods for 
expressing an endogenous gene in a cell at levels higher than those 
normally found in the cell. In one embodiment of the invention, 
expression of an endogenous gene is activated or increased following 
integration into the cell, by non-homologous or illegitimate 
recombination, of a regulatory sequence that activates expression of the 
gene. The invention also provides methods for the identification, 
activation, isolation, and/or expression of genes undiscoverable by 
current methods, since no target sequence is necessary for integration. 
The invention also provides methods for isolation of nucleic acid 
molecules (particularly cDNA molecules) encoding a variety of proteins. 
Thus, by the present invention, endogenous genes, including those 
associated with human disease and development, may be activated and 
isolated without prior knowledge of the sequence, structure, function, 
or expression profile of the genes. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

Methods of improving homologous recombination 



AB The invention features a method of promoting an alteration at a selected 

site in a target DNA, e.g., in the chromosomal DNA of a cell. The method 
includes providing, at the site: (a) a double stranded DNA sequence 
which includes a selected DNA sequence; (b) an agent which enhances 
homologous recombination, e.g., a Rad52 protein or a functional fragment 
thereof; and (c) an agent which inhibits non-homologous end joining, 
e.g., an agent which inactivates Ku such as an anti-Ku antibody or a 
Ku-binding oligomer or polymer, and allowing the alteration to occur. 
The agent which inhibits non-homologous end joining, e.g., a Ku 
. inactivating agent such as an anti-Ku antibody, is preferably provided 
locally. Components (a), (b) , and (c) can be introduced together, which 
is preferred, or separately. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

TI Compositions and methods for non-targeted activation of endogenous genes 

AB Expression of an endogenous gene is activated or increased following 

integration into a cell, by non-homologous or illegitimate 
recombination, of (1) an enhancer sequence that activates expression of 
the gene and (2) a sequence that encodes an amplifiable marker. The 
invention also provides methods for the identification, activation, 
isolation, and/or expression of genes undiscoverable by current methods 
since no target sequence is necessary for integration. The invention 
also provides cells containing the enhancer and amplifiable marker 
sequence and expressing increased amounts of a desired gene. The 
invention also provides methods for the isolation of nucleic acid 
molecules (particularly cDNA molecules) encoding a variety of proteins, 
including transmembrane proteins, and for the isolation of cells 
expressing such proteins. Thus, by the present invention, endogenous 
genes, including those associated with human disease and development, 
may be activated and isolated without prior knowledge of the sequence, 
structure, function, or expression profile of the genes. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

TI Compositions and methods for non-targeted activation of endogenous genes 

AB Expression of an endogenous gene is activated or increased following 

integration into the cell, by non-homologous or illegitimate 
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recombination, of a regulatory sequence that activates expression of the 
gene. The invention also provides methods for the identification, 
activation, isolation, and/or expression of genes undiscoverable by 
current methods since no target sequence is necessary for integration. 
The invention also provides methods for the isolation of nucleic acid 
molecules (particularly cDNA molecules) encoding a variety of proteins, 
including transmembrane proteins, and for the isolation of cells 
expressing such transmembrane proteins which may be heterologous 
transmembrane proteins. Thus, by the present invention, endogenous 
genes, including those associated with human disease and development, 
may be activated and isolated without prior knowledge of the sequence, 
structure, function, or expression profile of the genes. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

TI Compositions and methods for non-targeted activation of endogenous genes 

AB The present invention is directed generally to activating gene 

expression or causing over-expression of a gene by recombination methods 
in situ. The invention also is directed generally to methods for 
expressing an endogenous gene in a cell at levels higher than those 
normally found in the cell. In one embodiment of the invention, 
expression of an endogenous gene is activated or increased following 
integration into the cell, by non-homologous or illegitimate 
recombination, of a regulatory sequence that activates expression of the 
gene. In another embodiment, the expression of the endogenous gene may 
be further increased by co-integration of one or more amplifiable 
markers, and selecting for increased copies of the one or more 
amplifiable markers located on the integrated vector. In another 
embodiment, the invention is directed to activation of endogenous genes 
by non-targeted integration of specialized activation vectors, which are 
provided by the invention, into the genome of a host cell. The invention 



also provides methods for the identification, activation, isolation, 
and/or expression of genes undiscoverable by current methods since no 
target sequence is necessary for integration. The invention also 
provides methods for isolation of nucleic acid molecules (particularly 
cDNA molecules) encoding a variety of proteins, including transmembrane 
proteins, and for isolation of cells expressing such transmembrane 
proteins which may be heterologous transmembrane proteins. The invention 
also is directed to isolated genes, gene products, nucleic acid 
molecules, to compositions comprising such genes, gene products and 
nucleic acid molecules, and to vectors and host cells comprising such 
genes and nucleic acid molecules, that may be used in a variety of 
therapeutic and diagnostic applications. Thus, by the present invention, 
endogenous genes, including those associated with human disease and 
development, may be activated and isolated without prior knowledge of 
the sequence, structure, function, or expression profile of the genes. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
TI Modified factor VIII cDNA 

AB A modified Factor VIII cDNA is described in which the B-domain of the 

wild-type Factor VIII cDNA has been deleted and a truncated Factor IX 
intron 1 has been inserted in one or more locatons of the Factor VIII 
cDNA. Such modified Factor VIII cDNA may be used for a higher yield 
production of Factor VIII in vitro as well as in a transf ervector for 
gene therapy. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

TI Episomally replicating vector, its preparation and use 

AB The present invention relates to stably episomally replicating vectors, 

comprising at least one scaffold/matrix attached region (.S/MAR) which 
binds to nuclear matrix proteins that contain a SAF-A consensus 
sequence, at least one viral or eukaryotic origin of replication (ORI), 
at least one transcription unit transcribed in direction towards the 
S/MAR, and a polyadonylation signal within the S/MAR or in 
transriptional direction after the S/MAR, cells comprising these, 
processes for their preparation, and their use, in particular as a 
medicament or diagnostic. 
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Episomally replicating vector, its preparation and use 

The present invention relates to stably episomally replicating vectors, 
comprising at least one scaffold/matrix attached region (S/MAR) and at 
least one viral or eukaryotic origin of replication (ORI), cells 
comprising these, processes for their preparation, and their use, in 
particular as a medicament or diagnostic. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

TI Compositions and methods for non-targeted activation of endogenous genes 

AB The present invention is directed generally to activating gene 

expression or causing over-expression of a gene by recombination methods 
in situ. The invention also is directed generally to methods for 
expressing an endogenous gene in a cell at levels higher than those 
normally found in the cell. In one embodiment of the invention, 
expression of an endogenous gene is activated or increased following 
integration into the cell, by non-homologous or illegitimate 
recombination, of a regulatory sequence that activates expression of the 
gene. In another embodiment, the expression of the endogenous gene may 
be further increased by co-integration of one or more amplifiable 



markers, and selecting for increased copies of the one or more 
ampliflable markers located on the integrated vector. In another 
embodiment, the invention is directed to activation of endogenous genes 
by non-targeted integration of specialized activation vectors, which are 
provided by the invention, into the genome of a host cell. The invention 
also provides methods for the identification, activation, isolation, 
and/or expression of genes undiscoverable by current methods since no 
target sequence is necessary for integration. The invention also 
provides methods for isolation of nucleic acid molecules (particularly 
cDNA molecules) encoding a variety of proteins, including transmembrane 
proteins, and for isolation of cells expressing such transmembrane 
proteins which maybe heterologous transmembrane proteins. The invention 
also is directed to isolated genes, gene products, nucleic acid 
molecules, to compositions comprising such genes, gene products and 
nucleic acid molecules, and to vectors and host cells comprising such 
genes and nucleic acid molecules, that may be used in a variety of 
therapeutic and diagnostic applications. Thus, by the present invention, 
endogenous genes, including those associated with human disease and 
development, may be activated and isolated without prior knowledge of 
the sequence, structure, function, or expression profile of the genes. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

TI Multiple promoter expression constructs and methods of use 

AB The invention is directed to improved methods for gene expression using 

vectors with multiple promoters. Multiple promoters are used in nucleic 
acid constructs to provide increased expression of a desired nucleic 
acid sequence. The sequence is introduced into a vector by conventional 
cloning or is expressed from an endogenous sequence in the genome that 
is activated by the vector containing the multiple promoters. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

TI Compositions and methods for non-targeted activation of endogenous genes 

AB The present invention is directed generally to activating gene 

expression or causing over-expression of a gene by recombination methods 
in situ. The invention also is directed generally to methods for 
expressing an endogenous gene in a cell at levels higher than those 
normally found in the cell. In one embodiment of the invention, 
expression of an endogenous gene is activated or increased following 
integration into the cell, by non-homologous or illegitimate 
recombination, of a regulatory sequence that activates expression of the 
gene. In another embodiment, the expression of the endogenous gene may 
be further increased by co-integration of one or more amplifiable 
markers, and selecting for increased copies of the one or more 
amplifiable markers located on the integrated vector. In another 
embodiment, the invention is directed to activation of endogenous genes 
by non-targeted integration of specialized activation vectors, which are 
provided by the invention, into the genome of a host cell. The invention 
also provides methods for the identification, activation, isolation, 
and/or expression of genes undiscoverable by current methods since no 
target sequence is necessary for integration. The invention also 
provides methods for isolation of nucleic acid molecules (particularly 
cDNA molecules) encoding a variety of proteins, including transmembrane 
proteins, and for isolation of cells expressing such transmembrane 
proteins which may be heterologous transmembrane proteins. The invention 
also is directed to isolated genes, gene products, nucleic acid 
molecules, to compositions comprising such genes, gene products and 
nucleic acid molecules, and to vectors and host cells comprising such 
genes and nucleic acid molecules, that may be used in a variety of 
therapeutic and diagnostic applications. Thus, by the present invention, 
endogenous genes, including those associated with human disease and 
development, may be activated and isolated without prior knowledge of 
the sequence, structure, function, or expression profile of the genes. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
TI Protein production and delivery 

AB The invention relates to novel human DNA sequences, targeting 

constructs, and methods for producing novel genes encoding 
thrombopoietin, DNase I, and p-interferon by homologous 
recombination. The targeting constructs comprise at least: a) a 
targeting sequence; b) a regulatory sequence; c) an exon; and d) a 
splice-donor site. The targeting constructs, which can undergo 
homologous recombination with endogenous cellular sequences to generate 
a novel gene, are introduced into cells to produce homologously 
recombinant cells. The homologously recombinant cells are then 
maintained under conditions which will permit transcription of the novel 
gene and translation of the mRNA produced, resulting in production of 
either thrombopoietin, DNase I, or p-interf eron. The invention 
further relates to a methods of producing pharmaceutically useful 
preparations containing thrombopoietin, DNase I, or p-interferon 
from homologously recombinant cells and methods of gene therapy 
comprising administering homologously recombinant cells producing 
thrombopoietin, DNase I, or p-interferon to a patient for 
therapeutic purposes. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

TI Protein production and protein delivery 

AB The invention relates to constructs comprising: a) a targeting sequence; 

b) a regulatory sequence; c) an exon; and d) an unpaired splice-donor 
site. The invention further relates to a method of producing protein in 
vitro or in vivo comprising the homologous recombination of a construct 
as described above within a cell. The homologously recombinant . cell is 
then maintained under conditions which will permit transcription and 
translation, resulting in protein expression. The present invention 
further relates to homologously recombinant cells, including primary, 
secondary, or immortalized vertebrate cells, methods of making the 
cells, methods of homologous recombination to produce fusion genes, 
methods of altering gene expression in the cells, and methods of making 
a protein in a cell employing the constructs of the invention. 
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